Background and Objective: Orphan drugs have been a highlight of discussions due to their higher prices than non-orphan drugs. There is currently no European consensus on the method of value assessment for orphan drugs. This study assessed the relationship between the prevalence of rare diseases and the annual treatment cost of orphan drugs in France, Germany, Italy, Norway, Spain, Sweden, and UK. Methods: Approved orphan drugs and prevalence data were extracted from the European Medicines Agency website. Annual treatment costs were calculated using ex-factory price. Simple regression was used to analyse the relationship between costs and prevalence. A specific bivariate analysis was performed for the rarest diseases (≤1 per 10,000). Results: 120 drugs were analysed. Prevalence ranged from 0.001 to 5 per 10,000 (mean 1.24, median 1). Annual treatment costs per patient ranged from €755 to €1,051,956 (mean €100,000, median €39,303). Conclusions: This study shows an inverse correlation between annual treatment cost and prevalence with high statistical significance in the studied countries. Although pricing is a complex process where different attributes are assessed, this study supports the idea that payers value rarity in pricing decisions.
Introduction

Rare disease definition and burden
Rare diseases are uncommon and serious conditions which are defined in the European Union (EU) as lifethreatening or chronically debilitating conditions with a prevalence of no more than five in 10,000 people. [1] In the UK, the National Institute of Health and Clinical Excellence (NICE) in England and Wales has defined ultra-rare diseases as diseases affecting less than 1000 patients in the UK.
[2] Orphan drugs are medicines intended for the diagnosis, prevention or treatment of rare diseases.
Rare diseases are usually severe conditions with no or limited choice of therapeutic options, and thus present with a high level of unmet need. In 2007, the EMA estimated that there are 5000 to 8000 rare diseases affecting between 6% to 8% of the total EU population, amounting to 27 million to 36 million people in the EU. [1] The same report documented that five new diseases are described in the medical literature every week, hence current figures are assumed to be higher. It is estimated that only 1% are currently covered by approved treatments in the EU. [3] Rare disease legislation and developments Prior to 2000, commercial drug development in rare diseases was prohibitive and limited. Due to the very small number of patients affected, manufacturers have been reluctant to invest in the research and development (R&D) of orphan drugs as return on investment is improbable. In 2000, EU legislation 141/2000, [4] also known as the European Orphan Medicinal Products Regulation, has established a centralised procedure for the designation of orphan medicinal products and has put in place regulatory and economic incentives for the research, marketing, and development of orphan drugs. It has allowed the review and approval of orphan drugs, upholding the principle of equity in patient access to treatment which underpins the legislation.
The orphan drug legislation in Europe has been considered a success since its enactment. As of July 2016 and more than 15 years after its inception, the European Commission has designated 1329 products as orphan medicinal products and has authorised 126 orphan medicines for the benefit of patients suffering from rare diseases. [5] Orphan drug designation and marketing authorisation are two different procedures set in continuum, both under the remit of the European Medicines Agency (EMA). Although an orphan designation may be granted once the criteria of disease severity, low prevalence, and the lack of satisfactory treatment options have been fulfilled, marketing authorisation approval has regulatory requirements of safety and efficacy that must be met. The incentives provided by the orphan drug legislation aim to incentivise and support manufacturers through drug development and accelerate regulatory assessment. However, many products that are eligible for orphan designation may not be commercially viable or may not be funded for development. Some products are based on an off-patent commercially available molecule and competition with potential generics may prevent return on investment. Some products may be based on a patent-protected product and may need to wait for the product to become off patent to initiate development. Orphan designation is a relatively easy process and does not require significant investment, while drug development to achieve marketing authorisation requires a very high investment, and is very risky as success rates for development are relatively low. Manufacturers may opt not go through the marketing authorisation process if the clinical proofs of concept are negative. Nonetheless, the orphan drug legislation has seen an increase in marketing authorisations in rare diseases. The EMA has recommended the highest number of orphan designated medicines for marketing authorisation in a year in 2015: 18 approvals were intended for rare disease compared to 40 approvals for nonorphan new medicinal products. This is an increase from the 17 orphan drug approvals in 2014, and the 11 drug approvals in 2013. [6] The high costs of orphan drugs
The success which has resulted in an increasing number of licensed medicines for rare diseases has also resulted to a growing debate that relates to high costs and affordability in the wake of the continuing economic crisis and health budget austerity measures in Europe. [7] [8] [9] [10] [11] [12] [13] [14] Orphan drugs have been a highlight of discussions due to their higher price than non-orphan drugs. A 2011 budget impact study in 18 countries in Europe [7] showed that the annual patient cost of commercially available orphan drugs varied between €1,251 and €407,631 with a median cost of €32,242 per treatment year per patient. The share of the total pharmaceutical market represented by orphan drugs was predicted to peak from 3.3% in 2010 to 4.6% in 2016, and plateau at 4-5% until 2020, where absolute expenditure will increase, but no faster than the growth of the greater EU pharmaceutical market. [7] Pricing of orphan drugs and surrounding issues Price setting is a multifactorial decision with various determinants such as R&D risk, return on investment, unmet needs, availability of alternative therapies, the drug's additional value to current treatment options, incremental cost effectiveness ratio, and pricing and reimbursement (P&R) policies and processes. Although orphan drugs are subjected to the usual pharmaceutical drug pricing rationale in most countries, the European legislation incentives have directly and indirectly influenced the P&R landscape. In the literature, this has been referred to as the 'special market access status' of orphan drugs. [11] Orphan drugs' small target population has resulted in a need for high prices, so that manufacturers have the return on investment to cover costs for drug development and post-marketing authorisation surveillance. The high prices also create an incentive for manufacturers to pursue investment in the development of orphan drugs. As the costs and margins have to be recovered from a limited number of patients, this has led to high costs per patient. [12, 15] Second, as they often are the only available treatment option, some orphan drugs are considered to have high value and thus benefit from high prices. [12] A study by Picavet et al. [13] found that designated orphan drugs achieve a higher median price than non-designated orphan drugs that also target rare diseases (p < 0.01). Third, 10 years of market exclusivity has led to monopolistic situations where manufacturers are in a position of power to set prices. [8, 11, 12] Lastly, payers tend to face pressure from patient groups regarding access to medicines and thus comply to manufacturers' price demands as the rationale underpinning the EU legislation is equity in access to treatment. [12] Price [8] and access of orphan drugs vary among countries in the EU. [16] [17] [18] [19] Although orphan designation and marketing authorisation is at a European level, pricing and reimbursement are on a national level often driven by health technology assessments (HTA) outcomes and a variable impact from external reference pricing. [20] In these HTAs, evidence requirements, pricing and reimbursement decision frameworks, and budget ceilings vary. Thus, prices and levels of access vary.
National pricing regulations are often value-based and the value placed on orphan drugs, as with any intervention, varies per health care system. How much they are willing to pay for a certain value is also a relevant differentiator among countries. Some may value equity where all patients deserve treatment and put precedence on products that treat the greatest health need, regardless of the high budget impact of the orphan drug, while some may value maximising health outcomes in the face of budget constraints. [18] Often, it will be a combination of these arguments. Other value drivers may include disease rarity, disease severity, the availability of treatment options, the size of clinical benefit, and incremental cost-effectiveness ratio. Drug budget impact is rarely considered despite the high per-patient price, due to low patient numbers in rare diseases, and thus the drug budget impact is usually low. In the UK, a societal preference survey [2] done by NICE in 2004 showed that disease severity, the size of the clinical benefit, and life threatening disease may be valued in the NHS for orphan drug funding. Disease rarity was not a reason found significant to pay for price premium.
[2] This matches well with the British health technology evaluation culture which puts efficiency first in economic evaluation by maximising the total health gain through cost per quality-adjusted life years (QALY) computations. QALY, the measure of health gain, is the outcome used to assess the appropriate use of limited health care resources. The UK seems to consider a QALY is a QALY, regardless of who gains or loses it, and the willingness to pay is not driven by rarity.
[21] Exceptions however exist for endof-life treatments with QALYs reflecting quantitative assessment and rarity and equity considered from a qualitative and societal point of view.
It has been questioned whether the current value assessment frameworks truly reflect social preferences and values in terms of funding orphan drugs.
[21] The UK study described above showed no explicit societal values prioritising rarity.
[2] In a Norwegian survey of 1479 people, 80% answered that rare diseases should have the same equal access to health care regardless of costs but only 42% were willing to equally divide health care funds between rare and common diseases. [22] Although most studies such as these are small and have been suggested to have methodological flaws and thus should be interpreted with caution, Drummond et al. [9] have discussed that these conflicting findings may be explained by two notions of equity: horizontal equity versus vertical equity. Horizontal equity is defined as the equal treatment of equals. [9] On the other hand, vertical equity is the unequal but equitable treatment of unequals. [9, 21] A health care system which uses a single cost per QALY threshold for all reflects horizontal equity. A health care system which regards the unique state of patients with rare diseases and that these patients are equally entitled to treatment even if it means foregoing efficiency standards reflects vertical equity. As to which should be prioritised is still an ongoing discussion and the answer may differ per institution. [9] As a fair amount of literature has argued on how orphan drugs should be treated in terms of pricing and market access, [8, 9, 11, 23] collaborations have been proposed to better understand the value of orphan drugs in light of P&R decisions.
[21] As the usual HTA frameworks have been criticised to be limited for the complete evaluation of orphan drugs, [9, 15, 24] multiple criteria decision analysis (MCDA) frameworks which incorporate relevant value elements into P&R decision in a transparent and consistent matter [25] [26] [27] [28] and other price control mechanisms such as cost-plus or rate of return models employing yardsticked cost allocations and rate of return calculations in setting orphan drug prices [29] have been proposed.
Significance and objective of the study
Studies on how orphan drugs are priced in Europe are sparse and the pricing of these drugs has been referred to as a black box. [12, 14] There is currently no European consensus on how the value of orphan drugs are and should be assessed. [24] With the ongoing discussion on should we value rarity and on how European health care systems should assess and price orphan drugs, understanding the value drivers that payers attach to orphan drugs is important. Studies focusing on evaluating the present system will pave the way to new pricing and reimbursement strategies.
As prevalence is the cornerstone of orphan drug designation, do payers value rarity in pricing decisions? Do payers seem to accept higher prices for orphan drugs, as initially priced by manufacturers? The objective of this study is to assess the relationship between the annual cost of treatment per patient of orphan drugs (price) and the prevalence (rarity) of the corresponding rare diseases in Europe.
Methodology
A five-step process was implemented in order to assess the relationship between the annual cost of treatment of orphan drugs and the prevalence of the corresponding rare diseases: (1) extraction of the approved orphan drugs from the European Medicines Agency (EMA) website; (2) extraction of ex-factory price for all products in the countries of scope from IHS POLI database and country-specific price database; (3) calculation of annual treatment cost per patient; (4) extraction of disease prevalence at EU level from the EMA website; and (5) analysis of annual treatment costs versus disease prevalence. The countries included were France, Germany, Italy, Norway, Spain, Sweden and the UK.
Extraction of orphan drugs from EMA website
We searched the EMA database for the list of approved orphan drugs and their approved indications. Orphan drugs granted marketing authorisation up to 13 June 2016 including drugs with expired or withdrawn orphan drug designations were extracted for analysis. Only one indication per orphan drug was used in the analysis. If the orphan drug was approved for more than one indication, the first EMA indication approved was chosen for inclusion in the analysis. If both indications were approved at the same time, the least prevalent indication was chosen for inclusion.
Extraction of ex-factory price from IHS POLI database and country-specific price database
The IHS POLI database [30] was the primary source of price data. For drugs with withdrawn and expired orphan designations with no available prices in POLI, available country-specific price databases were used: Database of drugs and tariffs (Ameli) [31] The earliest price was used for cost calculation as we are interested in the prices at launch and drug prices change over time. An exception to this was when using BNF, where current prices were extracted because price history was not available.
Prices in British pound sterling, Swedish krona, and Norwegian krone, were converted to Euros by applying the respective exchange rates: €1 = £0.72, €1 = 9.09 Swedish Krona, €1 = 9.09 Norwegian Krone. Conversion was done by the IHS database system upon extraction and the same conversion rates were used for BNF prices.
Calculation of annual treatment cost per patient
We calculated the annual treatment cost per patient in each country for each orphan drug based on the annual treatment dose according to the standard treatment plan described in the Summary of Product Characteristics (SmPC). Across all seven countries, the indication and posology are the same. There are differences in the preparation and formulation of drugs across countries but these are minor. As much as possible, the same formulation and preparation per product were used in all countries for ease of comparability.
Assumptions were used during dose and cost computations as dosing of orphan drug treatments may vary according to patient age, weight, disease severity, patient needs, disease progression, or disease complications.
• Average drug dose for an adult was used unless the drug would be specifically indicated for use in children. For drugs indicated for both adults and paediatric populations, the pivotal studies described in the European Public Assessment Report (EPAR) were consulted for the average age range of the population included in clinical trials and dosage and cost computation were done for this specific average patient. For weight adjusted and body surface area (BSA) adjusted treatments, the average weight of an adult is set at 70 kg and the average body surface area is set at 1.73 m 2 . Standard average values for other age intervals were also used.
[34] • If the dose is adjustable based on performance results or an average dose was given, information regarding the average treatment duration and dosage from the EPAR and pivotal studies were used. In the same manner, for cycle-based treatments where the number of cycles varies, the mean number of cycles in the pivotal trials was assumed.
• Treatment duration of 365 days was assumed. For drugs used for less than a year, the costs of the total treatment course were analysed as annual costs.
• For treatments administered as injection or infusion, the nearest full vial size was used. The EPAR was consulted if vials can be stored once opened or should be used within the day. Vial wastage in this sense was taken into consideration.
• If there was an unfinished pack at the end of the year or at the end of a treatment cycle, only a proportion of the price of that pack was accounted for.
Extraction of disease prevalence at EU level from the EMA website
The prevalence of rare diseases reported in the EMA website [35] were used for analysis. The reported prevalence rates were at the EU level thus the same rare disease prevalence was used for all country analysis. If the prevalence was reported as a range, the average prevalence was used. If the prevalence was indicated as less than a certain number, the nearest number less than the indicated number was used (e.g. less than 0.2 per 10,000 is 0.19).
Analysis of annual treatment costs versus disease prevalence
Straightforward linear regression analysis was done and correlation coefficients were computed to determine the relationship between the annual treatment cost and prevalence of rare diseases per country. Results were plotted per country. A significant number of orphan drugs were for the rarest diseases (prevalence 0-1 per 10,000) and a specific bivariate analysis between annual costs and prevalence was performed for this very low-prevalence cohort. A specific linear regression was also done for France referencing the ASMR (Amélioration du Service Médical Rendu) scores for each orphan drug from the health technology assessments (HTA) done by Haute Autorité de Santé (HAS). ASMR is a driver of price setting in France. Thus, the sub-analysis assessed the relationship between disease prevalence and ASMR, and ASMR and annual treatment costs.
Results
Ninety-five authorised orphan drugs were extracted from the EMA website and were complemented with 25 drugs with expired or withdrawn orphan drug designations, for a total of 120 ( Table 1 ). The prevalence ranged from 0.001 to 5 patients per 10,000 with a mean of 1.24 per 10,000 and a median of 1 per 10,000. Not all orphan drugs are commercially available in all seven countries and not all commercially available orphan drugs had available prices for analysis. For example, in many countries, drugs for hospital use do not have listed prices. The prices for these drugs are negotiated on a case by case basis with each hospital and are confidential. The number of drugs analysed per country is presented in Table 2 .
In all seven countries, the annual treatment costs per patient ranged from €755 to €1,051,956 with a mean of €100,000 and median of €39,303. Country differences in annual treatment costs are shown in Figure 1 . Germany had the highest mean annual treatment cost, followed by Norway, France, UK, Italy, Spain, and Sweden, respectively.
In all the countries, results showed an inverse correlation between disease prevalence and annual treatment cost with the rarer the disease, the more expensive the treatment ( Of the drugs, 53% were in the very low prevalence cohort (prevalence 0-1 per 10,000) and when analysis was focused on these rarest diseases, a stronger (Figures 2-15) .
When we modelled the data where the logarithm of the prevalence was used as the exogenous variable, it showed an inverse linear relationship between prevalence and cost. Figures are presented in the supplementary file.
The sub analysis in France showed a statistically significant direct correlation between prevalence and ASMR, with a lower ASMR score (higher additional benefit) given the rarer the disease (r = 0.257, p < 0.05). It also showed a statistically significant inverse correlation between ASMR and the annual treatment costs, with the treatment with the lower ASMR score (higher additional benefit) being more expensive (r = −0.265, p < 0.05).
Discussion
Publications related to predictors of price in rare diseases, specifically with rarity as an explanatory variable, are few (Table 3) . Most of these studies are not comprehensive in terms of the number of orphan drugs analysed and the number of European countries scoped. These studies were also performed when fewer orphan drugs were launched. To our knowledge this work is the most comprehensive research assessing rarity as a determinant of price in orphan drugs to date. This study shows a significant inverse relationship between orphan drug annual treatment cost and disease prevalence in Europe. Although sample size was not that large and despite price being a multifactorial outcome, statistical significance was met in all countries. These results are aligned with the results of all the previous studies presented in Table 3 . [14, [36] [37] [38] [39] The number of drugs analysed per country varied, with Sweden (N = 35) and Spain (N = 42) having the least drugs analysed due to the lower number of orphan drugs with publicly available prices. The low sample size in Sweden probably explains why the inverse correlation between annual costs and the rarest diseases prevalence (prevalence of 0-1 per 10,000) did not meet statistical significance. Only 16 drugs out of the 35 were analysed, compared to 19 to 52 drugs in the other countries when considering the lowest prevalence disorders.
Annual treatment costs were used to compare prices because it is not possible to compare prices directly from the database as it only provides prices per available pack, and thus adjustments to annual treatment prices had to be performed for the purpose of this analysis. The comparison of annual treatment costs of orphan drugs among countries shows that the costs of drugs in northern European countries are higher than in southern Europe. Sweden was again an outlier probably due the smaller sample size. Annual treatment costs ranges from as low as less than €1,000 to more than €1,000,000. This is a wide range considering that all of these drugs are designated to rare, life-threatening or chronically debilitating conditions. The cost range is the same for the rarest disease cohort (prevalence of 0-1 per 10,000). The drug with the lowest annual cost is Onsenal (celecoxib) for the treatment of familial adenomatous polyposis (FAP) with a disease prevalence of 0.3 per 10,000. Onsenal has an annual treatment cost per patient of €755 in Italy. It has however been withdrawn from the market by EMA post-approval at the request of the marketing authorisation holder (MAH) due to MAH's inability to provide the additional data required, as a result of slow enrolment in an ongoing clinical trial. [40] The drug with the highest annual cost is Glybera (alipogene tiparvovec) for the treatment of familial lipoprotein lipase deficiency (LPLD) which has a prevalence Figure 1 . Orphan drugs annual treatment costs in seven EU countries.
of 0.02 per 10,000. It is the first gene therapy drug that has been approved by the EMA and is currently only available in Germany at a launch annual treatment cost of €1,051,956 per patient. In between these two extreme annual costs, the data range shows an inverse relationship between cost and rarity. Pricing of orphan drugs is a complex process with multiple price determinants. Two recent studies looked into the decision drivers of orphan drugs price setting in Europe and both supported the general notion that orphan drug pricing in Europe is inconsistent and nontransparent. Onakpoya et al. [39] in 2014 showed that the annual cost of drugs in the UK did not appear to be related to their clinical effectiveness and that there is no clear and standardised mechanism for determining their prices. The difficulties in generating evidence for rare diseases and the lack of robust information when the price is set are probable factors. Picavet et al. [14] in 2014, through a multiple regression analysis, showed that prices of orphan drugs in six EU countries are influenced by factors such as the availability of an alternative drug treatment, repurposing of the drug, the length of treatment, the administration route, the presence of multiple indications, and the impact in overall survival and quality of life (QoL). The study however indicates that relevant vagueness still surrounds the orphan drug pricing mechanism.
In most countries, severity of disease has an impact on P&R decisions in Europe. This was exemplified by the NICE Citizen's Council Report.
[2] No studies were found analysing the correlation of rare disease severity to price. A reason for this is that there is no reliable data available for rare diseases on disease severity that can be used in a regression analysis. [14] It is worthwhile to investigate if disease rarity contributes to disease severity perception in payer value assessments. If rarity is found to contribute to severity and payers value severity, it can be deduced that payers value rarity. The sub analysis in France assessed the relationship between disease rarity and severity in payer assessments. The French P&R system uses two scores to assess a drug's value: the Service Médical Rendu (SMR), also called the Actual Benefit (AB), and the Amélioration du Service Médical Rendu (ASMR), also called the Improvement in Actual Benefit (IAB). SMR is the driver of reimbursement decision and an insufficient SMR leads to non-reimbursement. SMR is based on several criteria such as disease severity, treatment efficacy and safety, the type of treatment (preventive, curative or symptomatic), its position in the therapeutic strategy, the presence of alternative treatment options and its impact on public health. [41] Severity being one of the criteria shows that payers in France value severity. On the other hand, ASMR is the driver for price determination and reflects drug efficacy compared to existing treatments. [41] ASMR has five levels ranging from one to five (I to V). A score of I signifies major improvement or a therapeutic breakthrough and a score of V signifies no clinical improvement. ASMR from I to III leads to a price premium. Our sub analysis showed a statistically significant direct correlation between prevalence and ASMR, where a lower ASMR score was given the rarer the disease. It also showed a significant inverse correlation between ASMR and the annual treatment costs, where higher €-€1,00,000.00 €2,00,000.00 €3,00,000.00 €4,00,000.00 €5,00,000.00 €6,00,000.00 €7,00,000.00 €8,00,000.00 €9,00,000.00 €10,00,000.00 €-€1,00,000.00 €2,00,000.00 €3,00,000.00 €4,00,000.00 €5,00,000.00 €6,00,000.00 €7,00,000.00 €8,00,000.00 €9,00,000.00 €10,00,000.00 costs were observed with lower ASMR scores. This sub analysis strengthens the results of our study that payers in France value rarity and is reflected in the lower ASMR scores and higher price premiums for rarer diseases. Payers in France also value severity through positive reimbursement decisions. Although this sub analysis has not shown that disease rarity contributes to disease severity, which in turn leads to a higher price due to the specificities in the French system, where disease severity is a driver of reimbursement and not price, this may still be a probable scenario in other countries with different P&R systems. At the same time, almost all orphan drugs were assessed with high SMR scores unlike non-rare conditions.
In the UK, the Citizen's Council report [2] showed that willingness to pay is not driven by rarity and NICE HTA has been known to uphold cost per QALY benchmarks as the norm. However, our results showed otherwise and that payers in the UK valued rarity. A comprehensive study on the use of incremental cost per QALY gained in ultra-rare disorder by Schlander et al. [21] discussed that a growing body of literature considers cost per QALY economic evaluations in ultra-rare diseases as flawed, raising concerns on equity as these ultra-rare diseases are unlikely to meet €-€1,00,000 €2,00,000 €3,00,000 €4,00,000 €5,00,000 €6,00,000 €7,00,000 €8,00,000 €9,00,000 €10,00,000 standard cost per QALY benchmarks. The study argued that these traditional HTAs are an oversimplification of the complexities of health care priority setting and decision making, and that social values cannot be simply associated with decreasing incremental cost-effectiveness ratios (ICERs). The same study discussed that the introduction of the 'ultra-orphan' category by NICE as well as another category called 'end-of-life treatments' can be interpreted to be made in response to public pressure on NICE with regards to discussions around horizontal equity versus vertical equity, and the need for an evaluation framework which reflects social preferences while remaining consistent to normative commitments but addresses the limitation of the logic that all QALYs are created equal.
[21] This can be interpreted that a differential cost per QALY benchmark may have been considered in the UK, valuing rarity in the evaluation of ultra-rare diseases. Therefore, one may consider that the NICE and SMC decision frameworks which favour horizontal equity through a predefined cost per QALY do not apply to orphan drugs in actuality. Ultra-rare diseases operate through a process that favours vertical equity. The ambiguity highlights the complexity in operating through a single framework for both rare and more common diseases.
All countries that opt for vertical equity, such as Germany, France and Sweden, as well as countries that opt for horizontal equity, such as the UK, value rarity in practice and tend to pay higher prices for the lowest prevalence. While this is consistent for the former group, it comes as a surprise for the latter.
Our methodology and results are in line with a previous study by Picavet et al. [14] which showed that orphan drug prices are determined based on the prevalence of the first indication. Launch prices for the first indication are unlikely to be reviewed following approval and combined prevalence is not a determinant for price setting, thus multiple indications for an orphan drug are associated with higher prices. [14] Although drug price is a multivariate decision, this study answers the question: do payers value rarity? Payers in Europe do although it is not the sole criteria on which drug pricing is based on. The weight of the value given to rarity varies per health care system as well. This study sheds some understanding on the value drivers that payers attach to orphan drugs in light of the ongoing discussion of whether rarity should be valued and how European health care systems should assess and price orphan drugs. This study provides robust evidence that payers value rarity with a high correlation and that the correlation increases when tested on the most rare disease segment (prevalence of 0-1 per 10,000). Assessment of value of orphan drugs considers factors such as disease rarity and severity, unmet clinical €-€1,00,000.00 €2,00,000.00 €3,00,000.00 €4,00,000.00 €5,00,000.00 €6,00,000.00 €7,00,000.00 €8,00,000.00 €9,00,000.00 €10,00,000.00 €(1,00,000.00) €-€1,00,000.00 €2,00,000.00 €3,00,000.00 €4,00,000.00 €5,00,000.00 €6,00,000.00 €7,00,000.00 €8,00,000.00 €9,00,000.00 €10,00,000.00 need, clinical benefit and budget impact. The rarity of a disease does only minimally affect the cost of development and therefore rarity inevitably leads to a notably higher price point. A sustainable price level is essential in ensuring long term innovation for patients with rare diseases.
Limitations of this research
The prevalence data at the EU level may not accurately represent the actual rate in the countries analysed. Rare disease prevalence often represents the number of clinically diagnosed patients, but more patients may be exposed to the disease. Another point to consider is that only a percentage of these patients may have clinically significant disease which warrants treatment, and not all patients are treated. However, although differences in prevalence may exist, these are expected to be infrequent phenomena.
In terms of treatment indications, only one indication per orphan drug was included in the analysis. This may have skewed the correlation as treatment costs of the other approved indications were not included. However, the first EMA-approved indications were chosen and the earliest prices were taken into account in the analysis and thus reflected pricing decisions upon launch.
Lastly, the prices of the drugs are listed prices which are often not aligned with the actual net prices, the latter being a better reflection of health care expenditures on orphan drugs. Confidential discounts, rebates, and tenders may be negotiated at the national, regional, or provider level, which may distort the ex-factory price. However, the potential discounts and rebates are expected to be reasonably homogeneous for all orphan drugs within the same country and prevalence will unlikely drive rebates or discounts during negotiations.
Conclusion
In all the countries in scope, this study shows an inverse correlation between annual treatment cost and disease prevalence with high statistical significance. Although pricing is a complex process where different attributes are assessed, this study suggests that payers in all the countries value rarity of disease in pricing decisions. This analysis generated robust results which can support the continuous discussion on the development of more consistent and transparent value assessments of orphan drugs in Europe.
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